The predictive role of lactate in patients with nonvariceal upper gastrointestinal bleeding (NVUGIB) has been suggested. This study evaluated several lactate parameters in terms of predicting outcomes of bleeding patients and sought to establish a new scoring model by combining lactate parameters and the AIMS65 score. A total of 114 patients with NVUGIB who underwent serum lactate level testing at least twice and endoscopic hemostasis within 24 hours after admission were retrospectively analyzed. The associations between five lactate parameters and clinical outcomes were evaluated and the predictive power of lactate parameter combined AIMS65s (L-AIMS65s) and AIMS56 scoring was compared. The most common cause of bleeding was gastric ulcer (48.2%). Lactate clearance rate (LCR) was associated with 30-day rebleeding (odds ratio [OR], 0.931; 95% confidence interval [CI], 0.872-0.994; P = 0.033). Initial lactate (OR, 1.313; 95% CI, 1.050-1.643; P = 0.017), maximal lactate (OR, 1.277; 95% CI, 1.037-1.573; P = 0.021), and average lactate (OR, 1.535; 95% CI, 1.137-2.072; P = 0.005) levels were associated with 30-day mortality. Initial lactate (OR, 1.213; 95% CI, 1.027-1.432; P = 0.023), maximal lactate (OR, 1.271; 95% CI, 1.074-1.504; P = 0.005), and average lactate (OR, 1.501; 95% CI, 1.150-1.959; P = 0.003) levels were associated with admission over 7 days. Although L-AIMS65s showed the highest area under the curve for prediction of each outcome, differences between L-AIMS65s and AIMS65 did not reach statistical significance. In conclusion, lactate parameters have a prognostic role in patients with NVUGIB. However, they do not increase the predictive power of AIMS65 when combined.
INTRODUCTION
Nonvariceal upper gastrointestinal bleeding (NVUGIB) is one of the most common emergencies, especially in patients with co-morbidities (1) (2) (3) . To assist in decisions like the timing of endoscopy or need for admission, early risk stratification is necessary in these patients (4) . The Glasgow-Blatchford score (GBS) (5) and the Rockall score (6) have been developed to predict prognosis of patients with NVUGIB and are widely used for risk stratification of such patients. However, these scoring systems are limited due to their onerous calculations. The recently developed AIMS65 score is easy to calculate and has superior power in predicting mortality than previous scoring systems (7) (8) (9) .
Lactate has been used to predict the severity of illness and risk of mortality in many diseases like sepsis, trauma, cancer, and pediatric cardiac diseases (10) . Recent studies have demonstrated that lactate is associated with prognosis in patients with upper gastrointestinal bleeding (UGIB) (11) (12) (13) . Although serum lactate level and lactate clearance rate (LCR) have been evaluated as means to evaluate risk evaluation in patients with UGIB, optimal parameter of lactate for risk evaluation remains unclear.
The present study aimed to evaluate several types of lactate parameter for predicting outcomes of patients with NVUGIB and to establish the new scoring system by combining the AIMS65 score and lactate parameters (L-AIMS65s).
Measurements and outcomes
The demographic and clinical characteristics of all patients were retrieved from medical records. The information included age, sex, medical history, existence of comorbid disease, time of admission, time of endoscopic hemostasis, symptoms or signs of bleeding, occurrence of syncope or change of consciousness, vital signs including blood pressure and heart rate on admission and within 24 hours from admission, laboratory results on admission, etiology of bleeding, Forrest classification after endoscopic hemostasis, 30-day rebleeding, 30-day mortality, duration of admission, and admission to intensive care unit (ICU).
The primary outcomes were rates of rebleeding and mortality up to 30 days following admission. Secondary outcomes were development of new hypotension within 24 hours (defined as systolic blood pressure [SBP] < 90 mmHg or diastolic blood pressure < 60 mmHg without evidence of other causes of hypotension except UGIB), active bleeding (Forrest classification IA and IB) under endoscopic examination, admission to ICU, and admission over 7 days.
Lactate parameters
Venous lactate level was measured by enzymatic colorimetry using a Modular DP analyzer (Roche Diagnostics, Indianapolis, IN, USA). Five lactate parameters within 24 hours after admission were defined and calculated: 1) LCR-1 was defined as the percent decrease per hour (%/hr) in lactate from the initial level to subsequent level, 2) LCR-2 was defined as the decrease of value of serum lactate per hour (mmol/L/hr) from the initial level to subsequent level, 3) initial lactate level (mmol/L), 4) maximal lactate level (mmol/L), and 5) average lactate (mmol/L; average value of serum lactate levels).
Statistical analysis
Continuous variables are expressed as the median, and categorical variables as the number (percentage). The Mann-Whitney U and Fisher's exact tests were used to analyze continuous and categorical variables, respectively. Binary logistic regression and simple linear logistic regression analysis were used to calculate odds ratio (OR) of each lactate related parameter for primary and secondary outcomes, with 95% confidence intervals (CIs). P value < 0.05 was considered to be statistically significant. The data analysis was performed by SAS version 9.4 (SAS Institute, Cary, NC, USA).
To establish a new predictive model, we defined the new score systems as follows; 1) L-AIMS65(1) is the combination of LCR-1 with AIMS65, 2) L-AIMS65(2) is the combination of LCR-2 with AIMS65, 3) L-AIMS65(3) is the combination of initial lactate with AIMS65, 4) L-AIMS65(4) is the combination of maximal lactate level with AIMS65 score, and 5) L-AIMS65(5) is the combination of average lactate with AIMS65. We assessed the predictive powers of five lactate parameters, AIMS65 score, and L-AIMS65 scores with the area under the receiver-operating characteristic curve and compared the results using the Hanley & McNeil test. The best cut-off of the receiver operating characteristic (ROC) curve was determined as that which maximized the Youden index. ROC curves were obtained by averaging 1,000 populations bootstrapped (sampling with replacement) from the present study population.
Ethics statement
The Institutional Review Board of Samsung Medical Center approved the study protocol and waived the requirement for informed consent, since de-identified data were used (No. 2016-015). 
RESULTS

Population characteristics
The patients' mean age was 65.1 ± 11.8 years. Eighty-six (75.4%) patients were male. Twenty-three (20.2%) patients were taking anticoagulant medications, and all stop taking anticoagulants after bleeding. Eleven patients restarted taking anticoagulants and 2 rebled while 12 patients did not restart and 2 rebled. Seventy-six (66.7%) patients had comorbidity. Six (5.3%) patients died within 30 days of the admission, and they could not discharge after admission. These characteristics did not differ according to the presence of 30-day rebleeding and 30-day mortality (Table 1) .
Most common cause of bleeding was gastric ulcer (48.2%) followed by duodenal ulcer (28.1%), Dieulafoy lesion (6.3%), Mallory-Weiss tear (3.5%), and angiodysplasia (3.5%). Over half the patients had active bleeding and a third had adherent clot. These endoscopic findings did not differ according to the presence of 30-day rebleeding and 30-day mortality (Table 2) .
In Table 3 , lactate parameters and AIMS65 components of subjects according to the 30-day rebleeding and 30-day mortality are shown. Patients who had 30-rebleeding showed a lower Data are shown as mean ± standard deviation and number of subjects (percentage). NOAC = novel oral anticoagulant, CKD = chronic kidney disease, COPD = chronic obstructive pulmonary disease, DM = diabetic mellitus. Data are shown as mean ± standard deviation and number of subjects (percentage). LCR = lactate clearance rate, PT = prothrombin time, INR = international normalized ratio, SBP = systolic blood pressure. https://doi.org/10.3346/jkms.2017.32.11.1820 Table 7 . Scoring of L-AIMS65s for each clinical outcome were associated with admission over 7 days. However, no lactate parameters were associated with hypotension, active bleeding during endoscopy, and ICU admission.
Lactate parameter combined AIMS65 scores and AIMS65 score with prediction for outcomes ORs of the five lactate parameters with the combined AIMS65s and AIMS65 scores for each outcome are presented in Table 5 . All models were associated with 30-day rebleeding, 30-day mortality, hypotension, active bleeding, admission to ICU, and admission over 7 days (all P < 0.05). L-AIMS65 (2) Table 7 . Cut-off values of models that maximized the sum of the sensitivity and specificity for each outcome are presented in Table 8 .
DISCUSSION
Although lactate has a prognostic role in patients with NVUGIB, the optimal lactate level or clearance remains to be determined (11) (12) (13) (14) . Presently, higher LCR (%/hr) within 24 hours after admission was associated with lower 30-day rebleeding rate. Higher initial, maximal, and average lactate levels within 24 hours after admission were associated with higher 30-day mortality rate and a more frequent admission over 7 days. When the lactate parameters were combined with the AIMS65 score, the discriminating power of the models increased but did not reach statistical significance. In critically ill patients with hypoperfusion and hypoxia, lactate production is increased (15, 16) . Hyperlactatemia may develop due to volume depletion, which results in tissue hypoxemia in patients with gastrointestinal bleeding. Elevated serum lactate level can predict recurrent hypotension in stabilized patients with NVUGIB (13). Elevated initial serum lactate level is associated with mortality in patients with NVUGIB similar to severe sepsis (14, 17) . Presently, initial, maximal, and average lactate levels were associated with 30-day mortality. As there were no significant differences of predicting power between the three lactate levels, a single initial lactate level test could be practical.
Even if the initial lactate level is not elevated, decreased lactate utilization is associated with mortality (18) . Thus, lactate clearance could be also used as prognostic biomarker in patients with NVUGIB. In the present study, LCR-1 (%/hr) was associated bleeding. Lactate is known to be associated with active bleeding and mortality in patients with UGIB. A recent study reported an association of higher lactate clearance with a reduction in the risk of active bleeding during endoscopy in patients with UGIB (11) . Without endoscopic treatment, active bleeding is well known to have a high rebleeding risk (19) . However, endoscopic modality and timing is not associated with rebleeding (20, 21) . Thus, rebleeding may depend on the characteristics of the patient or lesion. Lactate clearance may also predict rebleeding by reflecting the severity of bleeding patients or lesions. In the present study, LCR-1 (%/hr) was only marginally associated active bleeding (P = 0.094). In the former study, ill patients (SBP ≤ 109 mmHg or heart rate ≥ 100 beats per min) were recruited, variceal bleeding was not excluded, and endoscopy was performed within 6 hours after admission. The different inclusion criteria may be the cause of the discrepancy in the results.
The AIMS65 score is easy to calculate with laboratory values routinely tested on admission (22) . The AIMS65 score assigns points for albumin level, PT, mental status, SBP, and age. Thus, L-AIMS65 could reflect risk factors other than lactate by assigning point according to AIMS65 score. Although it has a good performance in predicting outcomes in bleeding patients (7-9), we assumed that the prognostic power could be improved by combining lactate parameter, which reflects tissue metabolism and which is easily obtainable together with other laboratory values. L-AIMS65s had higher AUC than AIMS65 for prediction of all clinical outcomes in the present study. However, it did not reach statistical significance. Considering the possibility of type I error, the additional role of lactate parameters to AIMS65 needs to be assessed in a large population.
This study has some limitations due to its retrospective design. First, a small subset of admission patients with NVUGIB could be analyzed due to lack of serum lactate levels required. As the lactate test might be performed in rather severely ill patients, there could be some selection bias. Thus, our results need to be interpreted in this background. However, we assume that the included subjects, who could be severely ill, are suitable for analysis to develop a predictive mode for clinical outcomes including mortality. Second, the time interval between initial and subsequent lactate tests was not consistent. To minimize possible bias, we defined the time frame as being within 24 hours after admission and measured change per hour. Third, the sample size is rather small to draw a concrete conclusion.
While the results need to be validated in prospective studies including large samples, we can conclude that serum lactate parameters of LCR and lactate levels predict clinical outcomes in patients receiving endoscopic hemostasis for NVUGIB.
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